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al., 1996). Postnatally induced inactivation of the gp130 gene led to the identification of roles for gp130 in Introduction
Schwann cell development, antigen-specific antibody production, and protection from viral and bacterial infecInterleukin-6 (IL-6) is a cytokine that affects a variety of tions (Betz et al., 1998) . Transgenic mice expressing a biological functions, including immunoglobulin producdominant-negative gp130 have impaired antigen-spetion, acute-phase reaction, and inflammation (Sehgal et cific antibody production (Kumanogoh et al., 1997). It is al., 1989; Van Snick, 1990; Hirano, 1998). The IL-6 recepnot yet known, however, how the signal(s) mediated by tor consists of ␣ chain and gp130, which is shared gp130 lead to the different phenotypes observed in among the receptors for the other IL-6 family cytokines, these mice, or precisely which pathway(s) is affected in leukemia inhibitory factor (LIF), ciliary neurotrophic faceach case. tor (CNTF), oncostatin M (OSM), IL-11, and cardioTo address these questions and reveal novel roles for trophin-1 (CT-1) . Binding of the IL-6 the SHP2-and STAT3-mediated signals generated from family cytokines to their receptors activates Janus kigp130 in vivo, we generated a series of knockin mouse nases (JAK1, JAK2, and TYK2) (Lutticken et al., 1994;  lines, in which the SHP2-and/or STAT3-mediated signals are specifically disrupted. to YXXQ motifs) were replaced by phenylalanines (Figure 1A) . Figure 2B, middle panel) . However, when they type gp130 ( Figures 1B and 1E) , suggesting that the were cultured with CNTF or OSM, the generation of mutations in gp130 did not affect its surface expression.
GFAP ϩ astrocytes was delayed, but GFAP ϩ cells could SHP2 and STAT3 were tyrosine phosphorylated upon be found 7 days later ( Figure 2B, Hirota, H., Chen, J., Betz, U.A., Rajewsky, K., Gu, Y., Ross, J., Jr.,
